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Policy Questions Policy Questions 

Drug approval Drug approval ---- Focus of other activitiesFocus of other activities
CoverageCoverage
–– Should insurers cover Should insurers cover bariatricbariatric surgery? surgery? 

Clinical Practice GuidelinesClinical Practice Guidelines
–– Should annual Pap tests be recommended for all women?Should annual Pap tests be recommended for all women?

Health System PoliciesHealth System Policies
–– Should a hospital adopt medication bar coding? Should a hospital adopt medication bar coding? 

Quality MeasurementQuality Measurement
–– Should annual retinal exams be a quality measure for Should annual retinal exams be a quality measure for 

diabetic care? diabetic care? 



Coverage QuestionsCoverage Questions
Should cardiac resynchronization therapy be Should cardiac resynchronization therapy be 
covered?covered?
Should a tiered benefits plan charge higher coShould a tiered benefits plan charge higher co--
pays for brandpays for brand--name name PPIsPPIs??
Should carotid artery surgery only be Should carotid artery surgery only be 
reimbursed at reimbursed at ““centers of excellencecenters of excellence””??
Should prior approval be required for new Should prior approval be required for new 
biologics for rheumatoid arthritis?biologics for rheumatoid arthritis?



What Policy Makers Need To KnowWhat Policy Makers Need To Know
CanCan it work?it work?
WillWill it work?it work?
–– When will it work?When will it work?
–– For which patients, under what conditionsFor which patients, under what conditions

Is it Is it worthworth it?it?

Brian HaynesBrian Haynes
ACP Journal ClubACP Journal Club



Why Do We Need Systematic Why Do We Need Systematic 
Reviews?Reviews?

Few trials address all the questions that need Few trials address all the questions that need 
to be answeredto be answered
Policy issues often involve integrating complex Policy issues often involve integrating complex 
data to answer multiple questionsdata to answer multiple questions
Variable quality of published literatureVariable quality of published literature
–– Even well done trials have limitationsEven well done trials have limitations
Bias and conflicts of interest are commonBias and conflicts of interest are common
–– need methods to protect against themneed methods to protect against them



Features of Systematic ReviewsFeatures of Systematic Reviews

Explicit methods, avoid biasExplicit methods, avoid bias
Clearly specified questionsClearly specified questions
Systematic search for relevant studiesSystematic search for relevant studies
Consistent evaluation of quality of individual studiesConsistent evaluation of quality of individual studies
Conclusions reflect quality of individual studies, Conclusions reflect quality of individual studies, 
strength of aggregate evidencestrength of aggregate evidence

Distinguish what we know from what we donDistinguish what we know from what we don’’tt
Facilitate decision makingFacilitate decision making



Different Types of Systematic ReviewsDifferent Types of Systematic Reviews

MetaMeta--analysis of RCTsanalysis of RCTs
–– Multiple RCTs of similar intervention (drugs)Multiple RCTs of similar intervention (drugs)
Review of RCTs and nonReview of RCTs and non--randomized studiesrandomized studies
–– Explore subgroups not examined in RCTsExplore subgroups not examined in RCTs
Review of nonReview of non--randomized studies onlyrandomized studies only
–– More common in studies of new technologies and More common in studies of new technologies and 

proceduresprocedures



Misconception about Systematic Misconception about Systematic 
ReviewsReviews

Strength depends on number of studies Strength depends on number of studies 
examinedexamined
Requires elaborate methods for assessing Requires elaborate methods for assessing 
individual studiesindividual studies
Most useful when large number of Most useful when large number of RCTsRCTs
Relies on quantitative synthesisRelies on quantitative synthesis



What Systematic Reviews Can AddWhat Systematic Reviews Can Add
More precise estimate of benefitsMore precise estimate of benefits
–– Examine subgroup effectsExamine subgroup effects
Identify less common outcomesIdentify less common outcomes
–– HarmsHarms
Explore and explain inconsistent resultsExplore and explain inconsistent results
Carefully examine strengths and weakness of Carefully examine strengths and weakness of 
lower quality evidencelower quality evidence
Synthesize evidence on benefits and harmsSynthesize evidence on benefits and harms



Types of Questions and Reviews:Types of Questions and Reviews:
CCan It Work?an It Work?

Efficacy studies with high internal validityEfficacy studies with high internal validity
–– MetaMeta--analysis may provide more precise estimate analysis may provide more precise estimate 

of effectof effect
Compelling and consistent findings from nonCompelling and consistent findings from non--
randomized studies  randomized studies  
–– e.g. e.g. bariatricbariatric surgery, total knee replacement surgery, total knee replacement 



Types of Questions and Reviews:Types of Questions and Reviews:
Will Will It Work and For Whom?It Work and For Whom?

Effectiveness studiesEffectiveness studies
Explore consistency among trials in different Explore consistency among trials in different 
settings and populationssettings and populations
Comparing trial results to more representative Comparing trial results to more representative 
populations and settingspopulations and settings
Subgroup analysis in trials and observational Subgroup analysis in trials and observational 
studiesstudies



30 Day Mortality in Medicare Patients 30 Day Mortality in Medicare Patients 
Undergoing EndarterectomyUndergoing Endarterectomy

(by annual volume of procedures)(by annual volume of procedures)
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Types of Questions and Reviews:Types of Questions and Reviews:
Is It Worth It?Is It Worth It?

Estimates of benefits and harms for specific Estimates of benefits and harms for specific 
patients groupspatients groups
Integrate RCT and observational evidenceIntegrate RCT and observational evidence
ModelingModeling
CostCost--effectiveness studieseffectiveness studies



55-- year benefits and harms of year benefits and harms of tamoxifentamoxifen
in 1000 in 1000 4545 year old womenyear old women

 - FH x +FH x 

5-year risk  0.7%  1.6%  

Invasive breast C A 3-4 avo ided 8 avoided 

N on-invasive breast C A 1-2 avo ided 2-3 avo ided 

H ip  fracture <1 avo ided <1 avo ided 

Endom etrial C A 1-2 caused 1-2 caused 

S troke, PE , D VT 3-5 caused 3-5 caused 

 
 USPSTF Evidence Report, 2001USPSTF Evidence Report, 2001



Types of Questions and Reviews:Types of Questions and Reviews:
What Do We Need To KnowWhat Do We Need To Know??

Define which intermediate and clinical Define which intermediate and clinical 
outcomes are knownoutcomes are known
Define gaps in critical evidenceDefine gaps in critical evidence



What Do We Definitely Know About What Do We Definitely Know About 
Prostate Cancer Screening?Prostate Cancer Screening?
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Limitations of Systematic ReviewsLimitations of Systematic Reviews
Evidence addressing specific clinical questions may Evidence addressing specific clinical questions may 
be limitedbe limited
–– E.g., what should firstE.g., what should first--line therapy be?line therapy be?

Emphasis on Emphasis on averageaverage effect may not apply to effect may not apply to 
individual patientsindividual patients
–– Heterogeneity of treatment effectHeterogeneity of treatment effect

Approach shaped by question being examinedApproach shaped by question being examined
–– How far to look at lowerHow far to look at lower--quality studies?quality studies?

Occasional conflict between reviewsOccasional conflict between reviews
–– USPSTF and Cochrane reviews on mammographyUSPSTF and Cochrane reviews on mammography



Steps to Improve Value of Steps to Improve Value of 
Systematic ReviewsSystematic Reviews

Understand explicit policy questions prior to review Understand explicit policy questions prior to review 
processprocess
Trial registration Trial registration 
Collaborations to pool individual patient dataCollaborations to pool individual patient data
–– Standardization of outcome measuresStandardization of outcome measures

Integrate data from RCT and nonIntegrate data from RCT and non--randomized studies randomized studies 
Study sources of bias in nonStudy sources of bias in non--randomized studiesrandomized studies
Put reviews in context of previous reviewsPut reviews in context of previous reviews



Relationship of Evidence to Relationship of Evidence to 
EvidenceEvidence--based Health Policybased Health Policy

Evidence

ResourcesValues

From Muir Gray – Evidence-based Health Care



Systematic Reviews Systematic Reviews -- ConclusionsConclusions

Provide consistent and transparent approach Provide consistent and transparent approach 
–– define limits of what we know and dondefine limits of what we know and don’’t knowt know
Useful for decision makingUseful for decision making
Unlikely to answer all the questions that might Unlikely to answer all the questions that might 
inform specific policy questionsinform specific policy questions
Essential for iEssential for identifying research gapsdentifying research gaps
Will not eliminate controversy over evidence or Will not eliminate controversy over evidence or 
resolve policy debatesresolve policy debates


	Systematic Evidence Reviews
	Policy Questions
	Coverage Questions
	What Policy Makers Need To Know
	Why Do We Need Systematic Reviews?
	Features of Systematic Reviews
	Different Types of Systematic Reviews
	Misconception about Systematic Reviews
	What Systematic Reviews Can Add
	Types of Questions and Reviews:Can It Work?
	Types of Questions and Reviews:Will It Work and For Whom?
	30 Day Mortality in Medicare Patients Undergoing Endarterectomy (by annual volume of procedures)
	Types of Questions and Reviews:Is It Worth It?
	5- year benefits and harms of tamoxifen in 1000 45 year old women
	Types of Questions and Reviews:What Do We Need To Know?
	What Do We Definitely Know About Prostate Cancer Screening?
	Limitations of Systematic Reviews
	Steps to Improve Value of Systematic Reviews
	Relationship of Evidence to Evidence-based Health Policy
	Systematic Reviews - Conclusions

